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Claims 



1 . A method for The treatment of a skin disease comprising topically 
administering a subject in need thereof a therapeutically effective 
amount of a compound of formula (I) or a pharmaceutical^ accep- 
table salt thereof: 




1 



in which 
15 R 1 is 

{]) -C^-alkyl, straight-chain or branched-chain or -C 2 -C 12 alkenyl, 
mono- or polyunsaturated, 

optionally mono- or poiysubstituted by -OH, -SH, -NH 2/ -NHC la6 - 
alkyl, -isHC^-alkylJa, -NHC^aryl, -N(C^ 14 aryl) 2 , -WC^alkylHCa. 

20 14 aryl), -NHCOR 8 , -N0 2l -CN, -F, -CL -Br, -I, -OC^-alkyl, -0-C 6 _ 14 - 

aryl, -0(CO)R 6 , -S-C^-alkyl, -S-C W4 arylr -SOR 6 , -S0 3 H, -S0 2 R s , - 
OS0 2 C v6 alkyl, -OSO 2 C 0 . 14 aryl, -(CS)R 6 , -COOH, -(COIR 6 , mono-, bi- 
or tricyclic saturated or mono- or polyunsaturated carbocycles 
having 3-14 ring members, mono-, bi- or tricyclic saturated or 

25 mono-or polyunsaturated heterocycles having 5-15 ring members 

and 1-6 heteroatoms, which are preferably N, 0 and S, wherein 
the C s . 14 aryl groups and the carbocyclic and heterocyclic substitu- 
ents for their part can optionally be mono- or poiysubstituted by 
RV 
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(ii) a mono-, bi- or tricyclic saturated or mono- or polyunsaturated 
carbocycle having 3-14 ring members or a mono-, bi- or tricyclic 
saturated or mono- or polyunsaturated heterocycle having 5-15 
ring members and 1-6 heteroatoms, which are preferably N, O and 
S r or a carbo- or heterocyclic saturated or mono- or polyunsatur- 
ated spirocycle having 3-10 ring members, where heterocyclic sys- 
tems contain 1-6 heteroatoms, which are preferably N, O and S, 
optionally mono- or polysubstituted by -OH, -SH r -NH 2 , -NHC t _ 6 - 
alkyl, -N(C v6 -alkyl) 2 , -NHC^aryl, -N<C 6 _ 14 aryl) 2 , -NtC^alkylXCg. 
14 aryl), -NHCOR 5 , -N0 2 , -CN, -F, -CI, -Br, -l r -O-C-^alkyl, -O-C^- 
aryl, -0(C0)R s , -S-C V6 -alkyl, -S-C a . 14 aryl, -SOR 6 , -S0 3 H, -S0 2 R 6 , - 
OS0 2 C v6 alkyl, -0S0 2 C 6 _ 14 aryl, -(CS)R S , -COOH r -(CO)R 8 , mono-, bi- 
or tricyclic saturated or mono- or polyunsaturated carbocycles 
having 3-14 ring members, mono-, bi- or tricyclic saturated or 
mono- or polyunsaturated heterocycles having 5-15 ring members 
and 1-6 heteroatoms, which are preferably N, O and S, wherein 
the C 6 _ 14 aryl groups and the carbocyclic and heterocyclic substitu- 
ents can optionally be mono- or polysubstituted by R\ 

R 5 is 

a mono-, bi- or tricyclic saturated or mono- or polyunsaturated 
carbocycle having 3-14 ring members or a mono-, bi- or tricyclic 
saturated or mono- or polyunsaturated heterocycle having 5-15 
ring members and 1-6 heteroatoms, which are preferably N f O and 
S, or a carbo-or heterocyclic saturated or mono-or polyunsaturated 
spirocycle having 3-10 ring members, where heterocyclic systems 
contain 1-6 heteroatoms, which preferably N, O and S, 
optionally mono- or polysubstituted by -OH, -SH, -NH 2 , -NHC,_ 6 - 
alkyl, -NlC^-alkyl);,, -NHC 6 _ 14 aryl, -N(C 6 _ 14 aryl) 2 , -NlC^alkylHC* 
14 aryl), -NHCOR 6 , -N0 2 , -CN, -F, -CI, -Br, -I, -O-C-^-alkyl, -O-C^- 
aryl, -0{CO)R 6 , -S-C^-alkyl, -S-C s _ 14 aryl, -SOR 5 , -S0 3 H, -SG 2 R 6 , - 
OSO^^alkyl, -0S0 2 C 6 _ 14 aryl, -(CS)R 6 , -COOH, -<CO)R 6 , mono-, bi- 
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or tricyclic saturated or mono- or polyunsaturated carbocycles 
having 3-14 ring members, mono-, bi- or tricyclic saturated or 
mono- or polyunsaturated heterocycles having 5-15 ring members 
and 1-6 heteroatoms, which are preferably N, O and S, wherein 
the C e . 14 aryl groups and the carbocyciic and heterocyclic substitu- 
ents can optionally be mono- or polysubstituted by R 4 , with the 
proviso that R 5 contains at least one substituent selected from -F, 
CI, -Br, -I; 

R 2 , R 3 are hydrogen or -OH, where at least one of the two sub- 
stituents must be -OH; 
R 4 is 

-H, -OH, -SH, -NH 2 , -NHC v6 -alkyl, -NfC^-alky!)^ -NHC^aryl, - 
N(C 6 _ 14 aryl) 2 , -NfC^alkYlKCe^aryl), -NHC0R 6 , -N0 2 , -CN, -COOH, 
(COR 6 , -<CS)R 6 , -F, —CI, -Br, -I, -O-C^-alkyl, -0-C 6 _ 14 -aryl, - 
0(CO)R 6 , -S-C t _ 6 -alkyl, -S-C 8 _ 14 aryl, -SOR 6 , -S0 2 R s , -C^C^alkyl, 
wherein each aryl or alkyl may be mono- or polysubstituted by - 
OH, -F, -CI, -Br, -I; 
R 6 is 

-H, -NH 2 , -NHC^s-alkyl, -N(C 1 . e -alkyl) 2 , -NHC 6 _ 14 aryl, -N(C 6 . 14 aryl) 2 , 
N(C ve alkyl) (C 8 _ 14 aryl), -O-C^-alkyl, -0-C 6 _ 14 -aryl, -S-C^-alkyl, -S- 
C 6 _ 14 aryl, 

-C M2 -aIkyl, straight-chain or branched-chain, 
-C 2 . 12 -alkenyl, mono- or polyunsaturated, straight-chain or bran- 
ched-chain, 

■ 

mono-, bi- or tricyclic saturated or mono- or polyunsaturated car- 
bocycles having 3-14 ring members, 

mono-, bi- or tricyclic saturated or mono- or polyunsaturated hete 
rocyctes having 5-15 ring members and 1-6 heteroatoms, which 
are preferably N, O and S; 
A is either a bond, or 

-(CH 2 ) m -, -{CH 2 ) m -(CH=CH) n -(CH 2 ) p -, -(CHOZ) m -, -(C = 0)-, -<C = S)- 
-{C = N-Z)- f -0-, -S-, -NZ-, 
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wherein m, p= 0 -3 and 0-2 and 
2 is 

-H, or 

-C„ r alkyl, straight-chain or branched-chain, 
-C 2 . ir alkenyl, mono- or polyunsaturate 

ched-chain, Unsaturated, stra.ght-chain or bran- 

mono-, bi- or tricyciio saturated or mono- or P o, yunsaturatecJ 
bocyc.es having 3-! 4 ring members, ^ C9r ' 

mono-, bi- or tricyclic saturated or mono or . 
recycles havi™ m K ■ Polyunsaturated hete- 

recycles having 5-15 ring members and 1-6 hetPmar 
are preferably N, O and S; heteroatoms, which 

B is either carbon or sulfur, or -(S = 0)- ; 
D is oxygen sulfur, CH ? or N-Z, 
where, if B is carbon, D is S or CH 2 ; 
E is a bond, or 

-<CH 2 ) ra -, -Q-, -S-, -(N-2)-, wherein m and 2 have the msa ■ 
ready described above. amng al ' 

The method of Cairn 1 wherein R * fs selected ffQm monQ 
~d or mono- or polyunsaturated carbocycles and he I - 
cycles ha Ving at .east one halogen substituent. 

The method of claim 2 wherein R s is is seIected . 

7* and heterooyc.es J£^^T 

substituent. one ha, °gen 

The method of claim 3 wherein R= i* .= 

one na lo3 e„ subs tit u.„, *« ^ » 

The thod of olaim 3 wherein rs ^ a 
one halogen substituent. 
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6. The method of claim 1 wherein R 1 is selected from C r C u alkyl 
which is optionally substituted. 

7. The method of claim 1 wherein R 1 is selected from monocyclic 
saturated or mono-or polyunsaturated carbocycles or heterocycles, 
which are optionally substituted. 

8. The method of claim 1 wherein R 2 is OH and R 3 is H. 



io 9. The method of claim 1 wherein A is selected from -(C = 0)- and - 

(CHOHK 

10. The method of claim 1 wherein B is C. 

15 11. The method of claim 1 wherein D is O. 

12. The method of claim 1 wherein E is -{N-H)-. 

* 

13. The method of claim 1 wherein compound (I) is (N-3,5-dichloro-4- 

20 pyridinyl)-2-n-(4^fluorobenzyl)-5-hydroxy-1H-indoI-3-yl]-2-oxoace- 

tamide). 

14. The method of any one of claims 1-13 wherein the skin disease is 
an allergic and/or inflammatory disease. 

25 

15. The method of claim 14 wherein the allergic disease is allergic 
dermatitis. 

1 6, The method of any one of claims 1-1 5 wherein the compound is 
30 administered to a skin area which is afflicted by disease. 
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The method of claim 1 6 wherein the compound is administered 
after an allergic challenge. 

The method of claim 17 wherein the compound is administered up 
to 48 h after the allergic challenge. 

The method of any one of claims 1-18 wherein the compound (I) is 
co-administered with at least one further pharmaceutical agent. 

The method of cl aim 1 9 wherein the further pharmaceutical agent 
is a drug stimulating cAMP production. 

The method of claim 20 wherein the further, pharmaceutical agent 
is a corticosteroid. 



